No primary epithelial renal tumors were observed in 49 low-dose female or 197 control male and female rats.
Four malignant mixed tumors (two in low-dose male rats and two in male control rats) as well as three benign hamartomas (one each in high-dose male rats, low-dose male rats, and male control rats), all found in kidneys, were not regarded as chemical induced.
Follicular cell and C-cell tumors of the thyroid gland were observed in both test and control rats. No biological significance was attached to the higher incidence of these tumors in female test rats as compared to female controls. In mice treated with chloroform, the incidence of hepatocellular carcinomas was increased as follows: I High Dose
Low Dose
Control dose recovery period, in order to understand the morphogenesis of drug-induced changes, to catch early transient alterations, and to learn something about the reversibility of lesions seen after long-term administration of drugs. Also discussed are the importance of establishing a dose-effect rela!ionship for histopathological changes, the question of blind technique in slide reading, and methods for the semiquantitative rating of the severity of histopathological lesions. The chapter concludes with a discussion of drug combinations and drug interactions and guidelines for animal and human testing.
In Chapters IV and V, the important role played by pharmacokinetic and pharmacodynamic considerations are stressed, listing the effect of urinary pH and a drug's pKaon drug excretion, the percutaneous permeation of drugs, the effect of drugs on glutathion levels in the liver, and drug- As Volume 1, which appeared in 1973, this is a highly personal book expressing the opinions, philosophy, and interpretation of toxicity testing of one man whose experience in this field is acknowledged around the world.
In Chapter I, Dr. Zbinden lists "an unhappy sequence of spectacular failures" which plagued toxicologists in the seventies, and concludes "...toxicology today is in a turmoil.
Our neatly elaborated testing guidelines, and that should now be clear to everyone, have not solved all the problems. And h e r e are no simple rules which will do it." And what should we do? We should not "discard all we have learned and accumulated in the past," but we should agree that "toxicology must develop scientifically, that it must gobble up all new knowledge generated by other biological disciplines." And we should listen to the advice of eminent scientists as well as our most vehement critics.
The author then discusses the Senate Hearings on Drug Research and Toxicology in the Subcommittee on Health of the Committee on Labor and Public Welfare, and the impact of these hearings upon the future of drug research.
In Chapter II, Dr. Zbinden discusses the role of pathology in toxicity testing, covering such topics as the number of tissues to be examined histologically, the choice of fixative, the mode of sacrifice of test animals, and, most important, the need to examine histologically tissues from animals sacrificed at early stages of the experiment as well as after a post-' Finally, Chapters Ill and VI zero in on two new side effects of drugs; i.e., generalized lipidosis with interesting comments on the lung as a metabolic center, and pseudolupus. Last but not least, there is an interesting paragraph on color additives and their potential health hazards.
The book is well written, and the long list of references is evidence of the great effort Dr. Zbinden put into this publication. The book is highly informative and a pleasure to read.
C. Hans Keysser, M.D. The number of compounds being tested for carcinogenicity in animals is constantly increasing, and a standardized histological classification of tumours in laboratory animals is needed to facilitate comparativestudies in different geographical regions. At present, it is often not clear from publications w 6 t h e r workers in different laboratories are observing the same tumours or even using the same nomenclature for the same tumours in different species." "The International Agency for Research on Cancer has accordingly decided to issue a series of publications on the pathology of tumours in laboratory animals, starting with tumours of the rat, the mouse, and the hamster-the species most commonly used in cancer research." "The volume on rat tumoursthe first in the seriesis being issued in two parts, and Part 1 is now available. It contains papers on tumours of the skin, auditory sebaceous glands, mammary glands, salivary glands, oesophagus, stomach,
PATHOLOGY OF TUMOURS IN LABORATORY ANIMALS

